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[«#£2 0] B S S P 6»e-?-0»3Sl//<^S:iE'fbS-e:fc 

[»#£2 1j BSSP6»^BSSP6|3-Kt«cDNA, Jf 

[ft 2 2 ] ae^»3KW«fSPfiK:sg|ft€: jSi ^ £ ic j: y ^ v 

H9#a2 3] B S S P eat^CDttllBSr^s-Brfey v*7tf hv-)^ 

o 

[»#£2 4] 3, 5. 7, 9£fc«l 1 ©^-TtlA^l ofCfB 

[»#£2 6] t hJK^©iBjlil»«HC»*^l, 3. 5, 7, 9£fcJ£l 
1 ©n-rti* l o KB*© l< ««:*©»# fcft^U %ttff©» 

S4«ffieS:#fim«Bll&i:iB[^S-fr«^^K:j: y, ^;^n-«M^^f^ 
U K—*' fcfc^fc, *#g|l, 3, 5. 7, 9*fcttll©yvr*l 
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[8&##2 8] H^^l, 5 *fcB:7 ©VN-Ttl^l -3 KB*© 

ftffittfcicj: y, ^#cp©h b s s p 6 < &^©i$t# £ricLfc 
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SSP6i:*#tt»©hBSSP6tL<a:t©^i: feU^fticKjsg t, 

il^jSLfc^li'fLh B S S P 6CD*^e>^#:cti©h B S S P 6 & b < tZ^CDWiK 
<DmZ&mtZ>. h B S S P 6 1 1< tt^CDli^^Igtsm 

[»#£3 O] &ft##:?£T*&S, W*^2 7~2 9 0)^1**1^ lOlCfE 

3, 5. 7. 9 Sfcfcfcl 1 <ZH^*lfr lOlCgE 

*k &^<Z>&«TtcJBv^*»:SfcE3 1 fB«(D^-^7- 0 
1 fH«©V-^J— . 

[0 0 0 1] 

r h BSSP6j r mB SSP6j fcftU i33#£Egrj ufc v %tfr£ 
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ttrs?ftfej:ut#^ttigsfte,?jeK:-e*ie>©^mjcre'rs. hBssp 

6 33J:OfmB S S P 6 -5? y/^trHtte £> tMc h B S S P 6fe«fct>*mB S SP 6/KU 



ffifl#¥ 11-3089683 



4$ 10 — 347802 a 



[0 0 0 2] 
[0 0 0 3] 

^i 5~6 omn&<DT ^ jmnmfrhf&2>$rmzm¥-$-z>'<zr?' k 

N3fc^£<Cte&^£7* y^^fc^xv^ &&*/y-}-JMZi/>r± 
[0 0 0 4] 

3 0, oooj^t©1^#k ^io^^jfitiftfcH . . hm^dt 

6 ffill^ 3 ? 1 1-3089683 
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[0 0 0 5] 

^IB#I#&^$*lTV*£ 0 3<Z>#&tC J: Yamamura*, (Yamamura, Y. et.al. 
; Biochem. Biophys. Res. Commun., 239, 386, 1997) , GschwendPj (Gschwend 
, T. P. et al. ; Mol. Cell. Neurosci., 9, 207, 1997) , Chen*, (Chen, Z-L 
. et al. ; J. Neurosci., 15, 5088, 1995) J:tf-£©te©#jR©W3fe##*f 

*IW¥9 - 1 4 9 7 9 0^©iJ!f#^3 iZltmm^V >^Df7~f (Neuros 
in) tfiW&ifciStl'ClSV* t.f=. NeurosinliBiochimica et Biophysica Acta, 1350 
, 11-14, 1997Jc&#£r£;riTV^o Z^tllZ J: y -fe y >y □ ^ 7 - if £ Jg 

V a T Neuros in £ ^4 (c £jg f J: U^HSg £ flf V * £ 4#Ml&PlS%«© * * 

[0 0 0 6] 

--ylfizf&qjbfc* kMiIt'J>ynf7-t* (hBSSP6) 

5 3—2 2 9) ^e>3&y, lftgtt2 5 Offi (SB^J## 2 , -21-22 

(mB S S P 6) ©^1«7 5 ^2 2 9 f@ (K#J#-£4, 7$;iff i~ 
2 2 9) K5Stt7^/lft24 9f (gB?rj#-5§- 4 , 7^i#f-20 

~2 2 9fr£/&y, ffcfijKMttT^ J m2 7 6i (@e^J##4, 7?;gff- 
4 7-2 2 9) fre>fi£3 3££lEE^L£ 0 * fc. /SJfiSOt 'J>^Df7-f © 

sMmmtpiziz. -fe y>^ r n7 t T--e©?stt=fe^'rs3>-fe>-9-^iE3»j^ 

7 miE#^ 1 1-3089683 
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[0 0 0 7] 

j^fy • -fxiv hmm<Dm^ hBssP6iii®#gp& us, mm. m. 
. RT-pcRi«f©*^tfeVNTtt, hB s s p 6 itmfc&mmis 

(AD) , T^^^, «H*^©BK^«©*&a!feJ:0t^WfK:3pJfliTS*Br 

tt s * i: -t & &mmm<Dmm & j: vrnmizmm -e § * »rtBtt#s> * „ ©ft&icjfa 

[0 0 0 8] 

AD^BBj^^Wtt-^H, DSM-IIIRfci:ZJfNINCDS-ADRDACDS^r»^ (Mckhann, G 
. et al. ; Neurology, 34, 939, 1994) DSM-IV©^»T*m (American 

Psychiatric Association ; Diagnostic and statistical manuals of mental d 
isorders, 4th ed, Washington DC, American Psychiatric Association, 1994 

[0 0 0 9] 

8 ffi£E#^ 11-3089683 
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, ct - mr iKfc&WTfcjBi^ti-o^tf, mv^m^PVL^aBMlmm* 

[0 0 10] 

> i) ADmmmn&Mft&iftmmfci/xy:-^ 2) AD©^»Tg*fi£:?j§£-ra 

frjtf), & £ ^te$&SfSrtf) A D CD^ffi il V> e> #*lftlCmM&t£#J#J8#£ *IT ^3 

KftfkfcSttfc, Apo E&£tfj&<DADmmmte*tf 
[0 0 1 1 ] 

9 ffif£4#¥ 1 1-3089683 
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[0 0 12] 

^hy y^^^^-r^^^lLTifC^Ji^n^T-if (Rha, S. Y. et al 
. ; Breast Cancer Research Treatment, 43, 175, 1997) i:"fey>^nr7- 

-^T*^-*- (U-PA) #&£ D U-PAB:*W**#jB3gfciK/StC 

^fStt* j feu>^ , n-rT--e©tsr«#7?*)S 0 -ecffijc, m<Dm& - mm\zm¥ 

<7 ¥ ± - tl T V % £ „ 

[0 0 13] 

T^M5a^3-^^^^MJ»{c4#MS^VNT;i/7Tm^^>A^ (AFP 
) (Taketa, K. et al. ; Tumour Biol., 9, 110, 1988) IS & y/* 

ttftm (cea) i$nt%.<p-v&<mmt$ftT^z 0 m^v-^-cd^hs 

1 0 ffiIE#^F 11-3089683 
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&Mti&T~%misT\,^Z>-tV ls-7u^7-H-e%>Z>K. hJKHS^U * l/>f > (hK2 
) l*m&&m<D^-ij-£VTmmT*&ZZ£t>m&tStlT^2> e hK2 
teiiu3fl£#Mlfti5i;2K (PSA) ©B2#F£ 7 8%0D*B|SH££^'LT;i3y, PSAt 
taS£»«5©^fc#»^-*~i:bTj£<«fl|StlT^S (Mikolajczyk, S. D. e 
t al. ; Prostate, 34, 44, 1998, Pannek, J. et al. ; Oncology, 11, 1273, 
1997, Chu, T. M. et al. ; Tumour Biology, 18, 123, 1997, Hsieh, M. et al 
. ; Cancer Res., 57, 2651, 1997) D ££lC, h K 2 ttffcfitt*© -f£ 
ttT-fc<, Iig0-7-^-i:Lt^MT'feSr^jb^$tlT^5 (Cho, J. 
Y. et al. ; Cancer, 79, 878, 1997) 0 -^Offi, ifo^f^-^ h^T^^^l 9 7 
Z7tf*>h*m%.?2>is-7^ (CYFRA 21-1) UBmzmmT*$>Z> Z. H (Sugiyama 
, Y. et al. ; Japan J. Cancer Res., 85, 1178, 1994) , h V yMtH^T" 

^FiuiEft (proGRP) i)m'hmmmzMLTmmtemm-?-j3-T*&z>z.z: (Ya 

maguchi, K. et al. ; Japan, J. Cancer Res., 86 , 698, 1995) #^^5**1 T 
[0 0 14] 

&x$mm<D&mmmiz&\,sT. r^v^^^-m (ad) „ t/u^/u, 0km 

[0 0 1 5] 

[ mm & t z> t=. & <d 

P 6fcJ:t)fniBS S P 6 7 K J B*BB£f£ itfiT ^ J IMM&J&n - K"T SffiSiB 

"tfcjfo^ @B^J#-^2 (7^i§§ 1-2 2 9) tC^t75;®2 2 9l^ 
*>/&37 ^ SWmm (MhBSSP6 (@E#J#-5§-2) ) £J:U^7^y^@e 

1 1 ffifSE#¥ 11-3089683 
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, mnmzm^m^r 2 jcshk-t « r ^ j wtm&m& zfmmmzMisirzT 

fcf 7;i/^ >^fc©S&£#, * fetter 

[0 0 16] 

££>K, BHM##4 (7Sy$e## 1-2 2 9) (C^t7§;»2 2 9fi^& 
f£&7^yM2#f (MmBSSP6 (gB?'J##4) ) £ <fc g-7 ^ / ^@B?rj 
K*&l6gBB#l (BB^J*#3, Ii§#24 4~9 3 0) 

mwwizmmmzm®tz>T$ jmmw&&T$m$tm\zmmmzm i a~S'z>r^ j 

[0 0 17] 

*5§^OS'JCD®^ltt, J^lShBSSP67^;tie^ (@E#J##2) ©N^ 
3b$!UC, mFJ&fsr 2 IZB? ~ 5 0 ^e>- 1 £ -£© 7 0^@©75. y ^TbMWtJS 
, 75^^2 8 2|@^f,^7$ (MiSh B S S P 6 (ffl#J#^ 2 

* 7^ y^#-if- 7 0-2 2 9) ) fc,t^i7^;i?:n- K"f *£MB#I (SB 
#[##1, &«$#1 1 3-9 5 8) -CifcS. HKWtCKSWKlSISl'f * 

T ^ 7 Mftffi^rjfe J: tf^RW tcStBe^JJCg[ficr S7^ ^ @g@H?!l & n - S 

2fc|g^©gtf(Z)ffi^tt, MhBSSP67$;iS?!I (@B#I##2) ©N5fc 
SSflffKU ffi#J##2 iZm-t- 2 l*>e>- l£T*C9 2 1 M<DT $ J mtfttmZftfc 

, 7$;i2 5oi^^57^;i@e^ (MhBssP6 (sju#-&2, 7 

^ Jmm^r- 2 1-2 2 9) ) fcj:tfSS75 y i££zr- (BB#I# 
#K iliff2 0 9~9 5 8) T?&* 0 * fc, HK^JCKBB^JlC^-rs T ^ 

1 2 ffiSE4#¥ 11-3089683 



#^ 1 0-3 4 7 8 0 ^ 

[0 0 18] 

<£>N5fc3g{&!flC, fH#I#-i§-4 iCjgsf - 2 0 1 *T?© 2 0 M©T S ^ KtfftfflU 

sstifc, y^2 4 9«^e>««&r$ y Kee^r (ifmBssP6 (bb^js# 

4, 75;iff-2 0~2 2 9)) feJ:tf*T^y»&3 - K3-S&SBB#f ( 
@B^J##3. MSf 1 8 4-9 3 0) "e&S. ^RfttCgtffiEFJCJBIK-r 

*$£W<Dffl(DmMl*. MmB SSP675 y MB#I (BB^!I##4 ) ©N5fc 
t&ffllZ^ IH^fJ##2 (C^f-4 7 **e> - 1 JT04 7-f@tf>T ^ 7 ^jWiHStlfc 
, 7^;g|2 7 6l^^S7$;gffl?(J (iiHImBSSP6 (@E#I##4 

. r$ /ift##-4 7~2 2 9) ) fe^afgtr^ yfift&3- K^rsiasis^j (bb 

?!J#-i§3. *&»##1 0 3-9 3 0) £ fc, MMmzWimmzMU? Z> 

fe. #IB*|l|*lCfcV*T, 4#fBUfc£IB».K BSSP6, hBSSP6, mBSS 
[0019] 

*5§^©h B S S P 6 tKlimB S S P 6 fen- KfS&aiEEfW:, m$ > 
'**K&»^UTV^fflJ»frbmRN A «fc y - #$RD N A IC 

• (Chirwin, et al., Biochemistry, 18, 5294, 1979) ^£ 

1 3 miiE#¥ 1 1-3089683 
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JBV^ifctf-e^S. ±RNA^e>©/K'J (A) +RNA©W3gfcj:rt-y dT (dT 

#£>*lfeRN AZmmiZLT. 3' *jgKl#^El-S7Ky (A) miZlfcffi&iteXV 
=T (dT) ifeii7>^A^7^7-feS^j:h B S S P 6 %b< ttmB S S P 

^?^It'jl!lIU 3©«llCLTf#e>ft£mRN AlCffiffi^fcDN A%L< 
cDNA^^/\/f^ij7KC!)mRNAi$:, 0S*.Ji>f — . 3U (E. coli) 
RNase H. -f-. n V DNA3K'J^7-f 1, >f— . 13 U DNA'Ji/- 

Wii, DNA^ic^f sriitc j: y, i*icDNAl#5ri:m 

So 

[0 0 2 0] 

h B S S P 6 %;L< limB S S P 6 3t^*&*IB#f £ * h (C^ b -f V 

-£JBV>T, hBSSP6=fct<{imBSSP6MiM'; (A) + R N A £ 

CRlCJ:e>i\ hBSSP6%l<limBSSP 6 a*e^*3Sffl#l £ £ tc ^ n 
-:/£:f£Si • -£/£U lgcDNA5>f^7'J-^^J-r>^L @65jiit 
5cDNA$:^Ii:t)T't5 0 ##St£©«te^£. itl&O^jSStC J: 

^^©itfc^-fc}:. 0f*.«3fc*Jfc>f $*>f h8s (Mattencci, M. D. et 
al., J. Am. Chem. Soc. , 130, 3185, 1981) qHD&mitm&tft&m V^S&iC 

[0 0 2 1] 

1 4 tfiliEff *P 11-3089683 
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<&4 IC^h B SSP6tb<ttmBSSP 6 J$I&M# >A^S®N^7 ^ 
[00 2 2] 

[0 0 2 3] 

, #SA«3pJffl-t-B«^©=lK>ftfflMfl[«:#JtUT^ffiK:e*V^3t^%* (Gran 
tham, R. et al., Nucleic Acids Res., 9, r43, 1981) „ t£oT> n F>©1R6 

A& (Mark, D. F. et al., Proc. Natl. Acad. Sci. USA., 81, 5662, 1984) 
[00 24] 

F3ftS*W^K##$fcBK:«fcS'hB S S P 6=foL<limB S S P 6 fcM*© 
ttHSr^^TSlSy, f©DN A&;£#gJ9!lCj:£DN Afc-^Stl*. ^h'J>^ 

icfctt*;* h U z/i?x.y M;U£> 5 x S S C, 5%^wwh?§ 

( 0 . 1 % B S A, 0 . 1 % F i c o 1 1 4 0 0 , 0 . 1 % PVP-), 0 

1 5 mtiE#5p i 1-3089683 
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. 5% SDSfej:t) t 2 0 /t g/mllt^i^DNA^^tSM^t, 
3 7X;i;t-^>^a/<-bU O^T^iSlCT 0. 1% SDS^|2XS 
SCtW5MT'fe§. S S CCDftfcU izm^S SPE^gffibTt;J:^. 
[0 0 2 5] 

BH^J## 1 *> b < l£ 3 C9V^4x;&nCgB«C7)&«@iJ#HcS^T . h B S S P 6 
t>L<fci:mB S S P 6mm^Z&fc^Zt=.&<D-7u-'7*:m%'3-2>Z-£tfT*%:Z> 

9 Ktti 0 0fiS^P,^©«3Tfc*ii:^a* On. 

[0 0 2 6] 

$ *>IC, #16*91 h B S S P 6 % L< temB S S P 6 CD c DNAifii 

mmzm-3^T. 4V AtfJtC##1-£hB SSP6%L<J;i:niBSSP 6 5te^ 

fcM#BI¥6- 1 8 1 7 6 7-g\ J. Immunol., 155 , 2477, 1995. Proc. Natl. Ac 
ad. Sci, USA., 92, 3561, 1995) &£m&(Dl5&^Ztlb<Dlft&W&<Dyift'& 

[0 0 2 7] 

KtStim iH^J##3lc^-tife*SB^J : fe;t<l«^J#-^4C7)T^ J 

1 6 fBSIft 5 !* 11-3089683 
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[0 0 2 8] 

^^^-iiW^H InvitrogenttSCDpBAD/His, pRSE 
TA, pcDNA2. 1, p T r c H i s 2 A, pYES2, pBlueBac 
4. 5, pcDNA3. 1, pSecTag2, Nov agentti©pET, 
pBAC, Promegattl^pGEM, St rat agenefti^pBl 
uescript IltKttFarmacia $£18® pGEX, pUC18/ 
19, pFastBACl ( G I B C Otijg) #38*8© # I&«3Sb 

»&^*#-T«&:nfcmKi8Jt3nfcv^ #£b<te, n«s#!iaa«<z) p c r i 

e cT a g 2 As<>7$— . pSecTag2B^^- (Invitrogen 

;K T a g&SSE^J£bT3tfUl:;*5^>£n- K"T5i«@i2#K ^$T«rfgi&S 
, 7 $ J @&fB#J A sp-As p — Asp-Asp — Ly s&n — K^"5J£i£Bi#[ 

[0 0 2 9] 

sie^j prig j&m&i&mm & . ^umic fe»s 

1 7 ffiiE#3£ 11-3089683 
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IS, ;M=til< &#>f =ii£5feOifflJ^##tf £*i£ 0 Mx.fc£, CHOIfi, cos 

fllfl&L BHKUHJBS, Ve roifi, UD-V«, H E K 2 9 3 jHHJ^ HeL 
aiR JurkatiJg, 7>)^LIE V)^C 1 2 7ifi, V?^FM3 

AMm. ^^^mm^mm. it^mm. mtitmrn. s2, sf 9, sf2i, h 

i g h Five™ (&&j&tt)ffljB&«tf&&. *mmWlZjSttZ>fflt$i®tHL 
[0 0 3 0] 

O [0 0 3 13 

sK- I/- 

hBSSP 6 *fcfcfcmB S S P 6 SrJg3ti*S, hBSSP6|fclimB 
[ 0 0 3 2] 

1 8 mSE^sp 11-3089683 
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w 

[0 0 3 3] 

*3%miZ. hBSSP 6 *b< temB S S P 6l^(DM^S:^fc§t 
h^ZsT.Vx.-V *#fcl Mfr^lCgBt-So Z. 3.7?, h B S S P 6 =fc b < UmB 
S S P 6MB^t^ hBSSP 6=fc>b<t£mB SSP6$:n- Ki"-5 c DNA 

, hBSSP6t)t<timBSSP6 0i|g*l> V\|iMil5©f ^g, hBSS 

p 6%b<w:mB s sp ettm^z t^mznzgkBo* j] -X2±mm. 

(x>7>>-9--, zfU^-Z-. >f>hD>^) tf)-3PlC:K3c, WiD^SJ: 
[0 0 3 4] 

h ^ > 7s *j ai =. y # ^ &$^c \zmm^$mx- k £ *k 
k:#a s *i, ©^^cae^K i: b r mm<D z.t.^o B 

P 6=fob<temB S SP 6 ®iltg&£v^;];2gii!igti5<z>«S. t: Mcfcv^$S3ib 

1 9 HisE#¥ 1 1-3089683 
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[0 0 3 5] 

#fff|4 8 7 3 1 9 1#) , Ett#*WflB (ESlfi) Srttffl-rS^S*^** 

au ®s*izmmt*i£2>*m. m^^^Lxm^^m^zmx-r^m^ 

»^$:#A-r-g>3t^M^A^-e^>-5> (M. Lavitranoet Cell, 57, 717, 
1989) o &£>V^£A?-^i; t77-i?P l(Dcre/loxP 'J 3 > tf -J- - if ^ 
-^"9" x y d ^Z.7s - -fe bf 7 X (Saccharomyces cerevisiae) © F L P U H 
>tf:f--if3M^Cj:£ i n v i v o tCfc tt£3Bfe#Mlft*teMglx. £JB 

© h 9 > - > a-t -xm^m^ £ tix v a & 0 

[0 0 3 6] 

mmfflffllzM£>2>7u : Z-*-. «g©*>/^KS:3-Kt5*€? 

S/y-*-fr<DWHzx'?5 4i/y?ZtiZ>>( y hn>BB#I&S*AUTfc J:v^ ^sfitip 
C#Ai--&it^li"e^-5^WM^©^VN=fe«)?:^ffii-S3i:^SilT^>-5c ^ 

2 0 mil4#¥ 11-3089683 
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[0 0 3 7] 

ft (tt#Eigir7tf:*30 ^Mtb, — eSJC*fl,T*?Jl 0~1 5fil^ttt4. 

<d&. m&Lt^v^izh^yxP-ytfmAtstix^&fr^fr*. HcDftSM 

*^^;ADNA$:i{f}U W V^ ft* P C R&tC «fc »J h5>^S?->* 

[0 0 3 8] 

v VTV V mB s S P 6 38e^©*tl#£;b;n&J:3Jc 

e^&flHKU #fg£:fc*t$i±fc h^>^^3i^>y ?T?*£^e>„ ESM5: 
ffiv^TfflW«SI^.S:f?v^ -^©^fiJte^Sr^SE- ««Ufctett#*Wll63:3B»!I 

mtrfo^ V * fNRT? £ £ c 

[0 0 3 9] 

2 1 tfifiE#^ 1 1-3089683 
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[0 0 4 0] 

hBSSP 6=fob<limB S S P 6 £SgHe-r<5*n;#£:li&i-£ 

mm*^?Z*y^?W&frlZ^<DW\}nlZM?&ffi{frtf^£ftZ^ hBSSP 6 
%L<«mB S S P 6 $.fc\Z&$&m<Dh. B S S P 6%L<temB S S P 6©®T# 

[0 04 1] 

*58lflfiDhBS S P 6=tL<(imBS S P 6 £ fr\$*(D%\Fx\t. VifL 

&m&tf^m*®mz?n&&£t=.it%;w#L m^trnzuskmrnzMi^xn^- 

£*i&o &mzffiLxffiftm£.Z~m&2>fr&iz > %£7u4 yhTP^^y h>t> 
-r^, t;^^, x^?^, 7>yb, tyi?, hvUFtt&tf 

r SD^fcvy h^7bWi:L<, Y^^tCiiBALB/c, C57BL/6 

[0 0 4 2] 

^; ?u-i-)mfcm3iMm<Dwmizmvxiz. umx^^n^u^mm. 

2 2 1 1-3089683 
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*tJfilflt»t»©^t#ft}©«f3ett, «A«fte©fi»ft h B S S P 6 * fettmB 

s s p 6tmstm &mz%gi$LfrmmM<Dm j &$:mfe-?z>z 

M (Nature, 256, 495, 1975) ^^©^^ (J. Immunol. Method, 39 , 285, 198 
0, Eur. J. Biochem. , 118, 437, 1981. Nature, 285 , 446, 1980) fc^V^Jg 
T'tS. m^iSiMMtLXlt^V^Uy^V zi-JV (PEG) 

[0 0 4 3] 

#ilSMfl§il LTliMx.liX— 6 3 A g 8, NS-1, P3U1, SP2/0 
, AP- l^tfm-f btl&iJK &3.LKIZS P 2/ 0#MVm*>*x€>„ Mv^tiS 

m^^M (jffuxiDie) m.t-wmmmmmt(D»^L^itmiti 2 0-2 0 

: 1 X2bV. PEG (fJl<tiPEG1 0 0 0~PEG60 0 0) & 1 0 ~ 8 
0%g^(Z)igS^^*nL. 20—40 ^$1<»30~37-Ctl~10^ 
ISK >*c=lK- h-TS^^lCJ: »J»*J:< WASHES: 2&8re£*. #tB S S P 6 

miM^/w >^y f-^<dx? v--y?izitm*<Diimtf8imT*%z>-ft, m*. 

tf, h B S S P 6%b<(j:mB S S P 6 #tJ§C&ia£* fcliS^^^tC^*$-&^ 

m&-?vx<DM^ &LWx&&yw7v y$ifctfm^*>ftz>) ^feji^n^-f 

>A£;&D*-, HfflJC^bfetnih B S S P 6 =bb< ItmB S S P 6^^|l}t 

^ft^n^'J >m#£fcte7n7M >A£cR*£i2:fc®*mc/\-f ^ry 
K--7«#±* £»DU MttiS^ilf T'illfe B S S P.6 ^ii, ® 

ffltcjB^ufcfitB s s p — mffi{**&m+&j3&*$ti t mi!f e>ti-s= 

[0 0 4 4] 

jah B S S P 6%l<(imB S S P 6 >> ? □ - ± )\stfifa<DmW\l£ £ tf? n - 

2 3 ffiliE#¥ 1 1-3089683 
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£iiT*%&^<Dteb&£o&ote%m%:m^7:*j&\,K 1 — 20%, # 

ib<ttl0~2 0%©^MiS:^tfR PM I m 1-1 0%<5D*MI&JJ£jfo 

isg, »*L<tti3ara~2ara-e*s. mft5%BmifxT'vftt>n& 
o /\>c7v F-^i%m±m<Dm t tfimi3.. jtsa©mifim*©mhBssP6t,b< 
ttmB s s p eifi#im<Dmfet.mmzisTm&"e&&. -r m^mnv 
tii7i?t>f^;7>yt>f (r 1 a) mmft&wfem (elisa)^, f 

IA («3fe>f A7 T^ir-f) 8u 7^ - S&afi/SiM&fcm vn£ Zl £ A* 

T*£2>i)\ &>T\Z^-t£o%tE L I S Amtfftt. bVA 0 

[0 0 4 5] 
E L I S A&lC«fc£** U -—Z/f 

ft&&miimm<Dmttx*mmvt=.* > rt? e l i s a^l/- 

tf)*®tC@5£ft-T£ 0 ##M«JlS*$:l»Jii^SBfilJT% BSA, MSA. 

OVA. KLH, if^>&L<&X^i^;i/*^£#^ai;WC@}t>fb'r<£>c 

fcit-So PB S*$*$G&m£lsX£V r©Sfc#$tfnc&#M?S 
[0 0 4 6] 

2 4 mHE#¥ 11-3089683 



0-3 4 7 8 0 2^ 

D-f 6 ^if(Z)«fflfl§*iJBia^-$:^iDL/Tt;mVN 0 -£<£>fffi, F AC S £ J: tJ^>> 

Mmmmmm*m^-z*Ammzftoi?)\ mm<Dm^x^mir^ a. Immunol 

. Meth., 53 , 313, 1982) ^^D-t^^fSlil^T^S 
0 :7v*Z3ftT*ig#$:ffe>t§'&&. 0~2 0%OFCS^tfffl^iMi ( 
IMDM, DMEM, RPMI 1 6 4 0 J;t?MEM^) ^m^Tfio Z. £&T*% £„ ffr#ICE>ffi 

[0 0 4 7] 

yfrftmiZ £Z=e; 2 U -± frfom*. h B S S P 6 tKttmB S S P 6 IC# 
Hlft&zntf h-^^H^T^ ^MUR^ Z>Z HK&^T. m<D$ 

IB?Q<Z>#^e>. lit < % 3 ^±©7 ^ ; l*b<»7~20 

J V U -± Jlffim*. &%miZt$tf2> h B S S P 6tL<ttmBS S P 6 

— j-)lififail^x.2>. IE?!J#-5§-2$5J;tf4 ICfH^^tlfeT^ y®E@H^J 

©r^T*^#$ti^T^ y mmwzmnf, bssp677$'j -Kz^iKaxt: h 

2 5 ffitE#^ i 1-3089683 
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[0 0 4 8] 

*«j^*J8ffi, «3c«fcJRS, (M^.«DEAE) ic<fc 

*"Rfl»aSF«S, jSatoSu ^JKjB'&Hffi^fcJi^a^-f >A=fob<» 

yn^>T >G«E©tSttiR*aiK:j: ^£fi¥it£i±Tm#£ 

^^*a#:ffi©<£T5:R6iii-r^e6!rT% 7;i/^^>^0. 0 5~ 

[0 0 4 9] 

K3SIS4:H«lcfflJliil&iftJcA3ffi€:^v^ *>*$&m<D$ isAtmztt 

gnu. x<Dmte*<D*¥<Dm&ftmT*mM2^x%&^t>\ mx-iivs/fiiMr 
. mo. 1-20, ^^l<^i~5©#j-^^^-/^u >^$1^e^s^mv^ 

2 6 ffi!E43¥ 11-3089683 
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tS^tt, ®^2~67i^lC 1 Efo, ft$J3~ 1 Omt^fctiS. JKV^n- 
[0 0 5 0] 

hBSSP6tl<(imBSSP 6 £ fct* ©WrtflC2rr -5 ^ ^ * D --^m 
#&e>mC/KU ^O-^l/Jftfttt, hBS SP 6t)l<ttmB 

ffiWZm^T. *3%m<DhB S S P 6tKttmB S S P 6 t. fctt^CDlBT/ttCD 
&3®^lft&^-£|-JC^^ h B S S P 6 t)U<iimB S S P 6 * £«:^<Z)ISt#£ 
m7&irZ>Z}itfT*%Z> e £#6&tctt, Zlti?)©^&ffl^thBSSP6%l< 
SmB S S P 6*jL<te*(DmK*:mfetZ>j3&}lLTl$. Mill ^ISfttfitt 
iZUi!rZS^feffi&£.mmtifL<b£lZ£V hBSSP6tl<limBSSP6ifc 

gl{bhBSSP6t.l<iimBS SP 6i:tWhBSSP6t)l< 
temB S S P 6 &ffi#fc»teWKKJS3i*\ ffi#£SJSbfc*» 

ftiII^^»hB S S P 6 L< ttmB S S P 6 * IHt-Z&mft&fflfe't 
SjR^SfcflJJSUTfcfl^CDhB S S P 6%K(imB S S P 6 £ fcfcj:^-©^ 

[0 0 5 1] 

K>f y^&lC h B S S P 6t)b<limB S S P 6 * fclt^ Offi K (DM 
^iCfeVNTtt, tt> iS«thBSSP6t)L<amBSSP6Jt(j:-e 

2 7 ffi$E#¥ 1 1-3089683 
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**IbTlilMft:- h B S S P 6 %,L<ttmB S S P 6«»tflJfifl:S:7g/fc3it 
£ 2;*^y:/&&b<&©5tft#i#, #fttt#i;ttfcJ:t>*h B S S P 6=kU<tem 

b s s p 6&t=.i**<Dmft*mmz.M^?z> i :* ^ y if fcffiv^ 

[0 0 5 2] 

il^TtS. LfcffifMi, aifiT V U A^<Z>B&JBSI©#^T 

[0 0 5 3] 

4 - (n - ^ i/>f ^ F*^;b) n l 
U- b£J:tfN-;*? >>->f ^ 2 -7l/>f 5 FTir^- h££f £JBv^&v 

W ^ F&, i-x^;i/-3- (3 -V**fcy$. J 7ntf;i/) ^ F 

Mfcfcif&M^&fc-fl/jtfSM ^ F&#W btiS. ^<Dfl&, vl/^*hM>>;^ 
;i/-N-t Fn^p^f Fxx^;i/&u N— 3 - (2 -if 

y y n if it >mm. tf vy ^Jit^y v v >8u s^wv ^ y ^ 

Mi£ £ T V x T ffiU-t 6 Z. £. t; oTtgT' & £ . 
[0 0 5 4] 

SSMfcJStfcUTtt. StftftK, 96^ft«. £<fc U - 

h^5r^ffi^6©*W^ LVN 0 iliiUTd Mz.lXUl>* 7 

•f F0$c®5?* l/T-"fe\ t^I/* - 5 -^^D-T F^T V* a-^'JtD 

2 8 ffiSE#^ 11-30896 83 



10-347802 



# 



, D-^**>, 7^3iVh'JX 7^3.J/7-X 7n7-f3i/7-X 

ffi7^';^-7M^, >r ^ 7* us*—* 

A&fcJ:tf^-©^tfir:r;*^;i/. ^7i'J>, :n*>ru>^# 
S*tf&*u Mftllf}:Ulj: 125 I, 127 1. 131 1, 14 C, 3 H, 32 P, 35 S^ 
•&mtf bti2>i)\ z. *i e> tc PS -TAJS^ W«l3£i56icttffl "T -5 i £ #*e # £ % © 
&*u;£#icBg5££;txfcv^ 2£>ic, tfimzif^r^y. ^^fd7i-;k try k 

[0 0 5 5] 

TH 2 0 2 «:tfVV Ig-feSU £ bT 2 , 2' -7£>V-i/- [ 3 - zl+JVOX^T 
!/'J>^;p*>i3 7> : E-7M (ABTS) , 5 -7^ JW^n/WL. *)\< 
h 7 3L-\syyy >, 4-75/7>f^UX 3, 3' , 5, 5' -9- 

m^^m&ltmWi: LT* ft b =- h uy jl-)17 * * - K bU7x. 



2 9 
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[0 0 5 6] 

mUMtLXit. N, N' -^;i/h^m^-l/>vVb'f ^ h\ 4- (N Is 

KA^t>s?-N-^^^>>f $ Ki^f;i/, 4, 4' -s^a-try -e© 

tltil »-^lCJ:oTl±, -£©:7^*>K ^SFab' , Fab, F ( 
ab* ) 2£jgv>& 0 #y *n— J-ji/Jftflc, * n-^St#ic^t> 

*i«»3R#SR* %T 7 -f-^-f -*nv h ^7 7 tit 

$}^*f*U;fc, JfofBl. Jto», JfeSU fiL MASK. K^ttM^fl*^ h B S S 
P 6=bl<ttmB S S P 6 S.tL\±*<Dmft&&ti&ftibZ>WtZtlb<Diftm{*& 
li © ®t/t- fc-£tf»f*T?*> *i tfRRjfe £ ti * v ^ o 
[0 0 5 7] 

[0 0 5 8] 

K#l#-&2 (7 5 ;tff 1 ~2 2 9) iC^f 7 5 ^ Kffi^JttT ^ J Sfe 2 2 9 

»f>^hB s s p 6/£^M&&w*^£M#>A°?fiT*&*.K -ensrn- k 

[0 0 5 9] 

IE?!J##2 (7^;iff-70~2 2 9) IC^f 7 5 ^ MH#H*7 5 J Wt 2 

3 0 1 1-3089683 
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) 



9 9fS;fre>J&£hB S SP 6fu£JSgM#>^*®T*& *j, * *l & =i - K * *S 

«fipStl*r i:€:SiE9!LTV^S*«, L< Ji#7S y»BB*aT?&S. 7$>>M 
7 o l tt:7U:7n»#&&v^i:7nffls#T?&»K hBSSP 6 

[0 0 6 0] 

ib^#-9 2 (7^;iit-2i~2 29) tca^rrs y&ie?u&7 5 <>®E2 

5 0l*&j«*hB S S P 6KM*>^*JtT?*>y* -eti?:n- K 

;tff-2 i — i tt^i/^nas^fesv^tt^nas^-efey, h bs sp6# 
[0 0 6 1] 

m#i#-t4 (7^;itt i~2 29) ic^^-T^ jmmm\$.7^ jw.i 2 9 

iz^ffi#^£*i£3££MLT^£>7b\ L< te#7^ J fifeffl#|-e&5. 
[0 0 6 2] 

BB#I##4 (7^;^tf-20~229) IC^-TT^ y^SB^fJiiT^ >^^2 
4 9jB»^mB S S P 6M^>Ai'Itfe»J l -£*l£=i- Ki"Si&gfB#l 

y 2 0~- 1 U^ , Dgp^feSV>tt^ , DgP^T**)»;, mB s s P 6 # 

[0 0 6 3] 

3 1 ffilE^F^ 1 1-3089683 
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7 6i^e>^mB s s p 6M&mmzyrf?mT*%>*). -e-tifcn- f-t &ms 

&#-jf-4 7 x ti y l/7o£P#&£ W£:/ng|S#T*& >J, mB S S P 6 # > 

ft <d mmforn n i%7L e> ti § o 

[0 0 6 4] 

human brain cDNA library (Clontechfefc) ZMMlZlsX. Zf^^^ — M&H 
; GTG CTC ACN GCN GCB CAY TG, 2; CCV CTR WSD CCN CCN GGC GAlCa«-*-fey > 

•jutt-i£\z&m<dt ^ j wuzMfc-t v- zm^fcp c r 

jST'^ n- — >^&ff-afc. £5 1 OxExTa qA»;77 

-£5^1, dNTP$:5/il, ±ffi^7^V-$:#l O pmo 1, ExTaq 
(TAKARAftgf) &0. 5 /« lMli*T^i?:5 O a 1 ill, 94TC, 0. 5 
£\ 5 51C, 0. 5^, 721C, l^(D-b--f^;VT-3 5EIPCR$:^fofeo 
PCRlt&TOPO TA?D-->^^7 h(Invitrogen*±)^tfc2>pCR 

ll-TOPO^*-i:S^ ^fi-e5^fStt«Ufco *©tfef£i£$i»;K:3f v 

h^O^liTo p 1 OlCTgjRIsSIU LB ( A m p + ) 7 U- MC*V%£: 
o fS&*ife#an — -3^e»Sj56aiy ic^^x^ KttffiU 1k%ls->7 ( 
ABItt) $:fl§V^T•9--r^;l/^/-^al>X^^C iSm»SH^JCD^ £^o£„ 
*lfc£-*n->tf)ge#J£:Ge n B a n k T**B|hI1£ SriH^, *^n?$> o f=. V n - > 
, BSSP6Sg^iCoV^t5' RACE, 3' R ACE^CJ; ^ c DNA^S 

h**f&ffofeig*, m&&TfmiLmz&j]&ftmtfw&#>ibnf=.o $e>ic, 

£frj^Ji§{<2mRNA(2*^3j^&oTVN£: 0 ^3T% BSSP6^D->#^ 
6$:/^>fV-$:#§gU human brain Marathon-Ready cDNA (Clontech*±)& J: 
human prostate Marathon-Ready cDNA (Clontechfcfc) ££J \^X J ttl^i^Z.(D^M 

3 2 aHI^ 5 ? 1 1-3089683 



) 
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9 41C, 3 0#, 6 0*C, 3 0^ 721C, 3 0#S:3 5t>f ^;i/f5PC 
R&fTofco #CtC ZlOP CRlftS: 1 / 1 0 0 tC^Lfc*;© & 5 # 1 , 10 
X^»;77-S5/tl, dNTP5:5/tl, 1 0 /iMOG S P 2 V- £ 1 

Opmol, AP2^7>f7-5:10pmol, E x T a q 5:0. 5 K 
Ml^i&SO/tliiU ^illSI^lCPCR^f ofe„ I0PCRlt$:± 
gBTOPO TA^n-->^? h&fflV*T#n-->^U 

V^TJS^TlC^#lM5:7^>f V-£fls88Lfc. ££3©IE#I£glCbT c DN A 
^RSriffST^S J:^j:«Ti:^ty7>fV- ^L, human Marathon ready 
brain cDNAfc «t Inhuman Marathon ready prostate cDNASr^M £. LTPCR&ff V^ 
HO-^ n->T'^S3i: S:flt38U rtl^TOPO TA^n--^^*^^ Mc 

WpCRI i-TOPO^^^-}:^n-->^*L, ^©cDNA^n- 

>^Aoty7^5 FpCRI I/hBSSP6 l^^tCGS P 1, GS 

P2 5rmouse brain Marathon-Ready cDNA (Clontech}±) tt 5 ' RAC 

E, 3' RACES5:ftV^, ^ n -^>£*UTV?X©ffi|Hltt©&£3fr£^-p C 
R I I /mB SSP6 
[0 0 6 5] 

hBSSP6Fl Forward TCAAGCCCCGCTACATAGTT RACE 
hBSSP6F2 Forward ATCATGCTGGTGAAGATGGC RACE 
hBSSP6F3 Forward GGACTCAAGAGAGGAACCTG ±-&m (brain) 
hBSSP6F4 Forward ATCATCAAGGGGTTCGAGTG mature 
hBSSP6F5 Forward CTGCCTTGCTCCACACCTGG ^Sffl (pros.) 
hBSSP6Rl Reverse TTCTCACACTTCTGGTGCTC RACE 
hBSSP6R2 Reverse ATGGTGTCTGTGATGTTGCC RACE 
hBSSP6R3/P Reverse AACTGCAGGAACCAAACACCAAGTGG 
mBSSP6Fl Forward CGACTTCAACAACAGCCTCC RACE 
mBSSP6F2 Forward CTTCTTTACCCGAGCTGTGC RACE 



human BSSP6 



mouse BSSP6 



3 3 
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mBSSP6F3 Forward TAAGCTAGGAGAACTGAGGC £^M(pros.) 

mBSSP6F4 Forward ATCAAGGGTTATGAGTGC mature 

mBSSP6F5 Forward CTTACAGGCTTGGGGATTG (brain) 

mBSSP6Rl Reverse GATGATGCCTTGAAGAGATC RACE 

mBSSP6R2 Reverse CATGGTGTCTGTGATGTTGCC RACE 

mBSSP6R3/E Reverse CGGAATTCGCATTAAGAAGAGGTTGGAG 
[0 0 6 6] 

hBSSP6%l< t£mB S S P 65t^^-(Dti h £ «fc V Xllilfi 

b a 1 b/c ^V7s&z\,m*(Dm i Ji<D&mm$$te*>mzti h<D&mmnfrt> 

, QuickPrep Micro inRNA purification Kit(Amersham-Pharmacia)GD:/n h ZI )l> 

5>lC^^Lfe 0 z:©7>f^^-$:pCR I I/mBSSP6ifc|j:pCR I 
I/hB S S P 6 J:*jmB S S P 6 3 - K"T <5>gP#£ fcte h B S S P 

6©J«»fr«:=i-- K"T«>aPdS:-e*l-?ti#l!t • fl«L, a- 32 P dCTPT'^ 
^tt^n-^ 5 X S S CT^lfe^Oil, 6 5TCt—I^^$^ 0 ft 
$UC, human multiple tissue blot, human multiple tissue blot II, human b 
rain multiple tissue blot II, human brain multiple tissue blot IV (Clont 
ech*±$g)ig|£pCRI I/hB S S P 6tf)J&Btt£=i- K^T • *I8 
L, a- 32 P dCTPT*iILfe^D-^5XSSCT'Mbfct)0L 6 
STCT-^tR/S^-tffco 7^^-^2XSSC/0. 1%SDST- 

Sfi3 04Ma. 1XSSC/0. l%SDSt'fS3 0m 0. 1XSSC/ 
0. 1%SDS7?65XJ3 2 [il^cV^, FLA 2 00 0ffl^^-^>^ 

7b-h (*±7 -f ;i/At±) lC10^^$i±, $#tL£: 0 human multiple tissu 
e blot|g (Ell) , human multiple tissue blot II (0 2) , human brain mul 
tiple tissue blot II (g|3) , human brain multiple tissue blot IV (IH4 
K thnmm. m&Ml*3 bmWLfcmRH A (05), 15HS 

$*no^v*(Dm&f&. »?>iSLfcmRNA (®6) 

3 4 1 1-3089683 
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^ZTfr-to Jls&'Vi^M IfcmRNA SrReady To Go RT-PCR Beads (Amersha 

m-PhariDacia)£J§v\T3ry h&tt(DZfU h 3-;HU [ChBSSP 6feJ:tfmB 
S S P 6i:o^t»fe?#MKiy7^ , 7-^Mv>TRT-PCR$:^oit 0 Ell 
—0 6{c^^j:e>ic, 7if> • yn^ hMffiom^. h B S S P 6 lifl^(D#S^P 
JtelL fl$> Brf^J®, «fKJ»«T?#3gS:a*U mBSSP6liJ& 

JlCDflSS, |jf3il»feJ:UP»*-e»3S^S«>e)tlfe. RT-PCRiM^ 

, hB s s p 6 &m<k(Dmm&&T$m&m^ftMtfmitobti> m BssP6te§T 

[0 0 6 7] 

h B S S P 6t)L<|j:mB S S P6l^n- K"T S«f«-feU > 

(1) K©*SB 

y^^^ KpCRI I/hBSSP6ifeBpCRI I /mB SSP6 Sr^>^ 
Is- MC hB S S P 6 # >A#H£fctemB S S P 6 $ > |C©J^tis# > 
^^RS3-Kt5 c DNA^£PCR££SCT*fiPIb£ 0 3©PCRItl^ 
-etl^tlp T r c - H i s B (Invitrogen) £ B a mH I T??IHfcfL 

H5aMi|I$^ 4Cfe3n^-^PCRS{Cti«fLT@Wi:t^t'J 
>ya^T-if?§^^^X ^ KpTr cHi s/hBSSPGfeiD'pTrcH 

1 s /mB S S P 6 £-^tf*fl§«&#£: 0 

^"b*lfc:*M®t*. ^tl^tlE. coli P TrcHis/hBSSP6fe 
<fctfE. coli pTrcHis/mBSSP6fc^L 1 9 9 8^10^ 

2 9Bi»J, ffeSfFREM P- 1 7 0 3 9 fc«j:l?FREM P-1703 

[0 0 6 8] 

(2) ^^^^^ K£-£fr*®ffiT»<Z)*>A*S§3l 

^^7X5 K£#c>;*;fl§®tf>£/>40l/=in--£ 10ml©LB (Amp+) 

3 5 fcBfE#^ 11-3089683 
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#*filC$£flU -life 3 7TC T'^^bfeo 3*1 £ 250ml(DLB (Amp + ) 
^iCilb, 3 7 1C Tig^Lfc, BOOnmOW^O. 5Klfco£l$ % 
2 5 0 ml 00. 1M IPTG (JVzfU tf;i/- 0 -D (-) b 

/ty77- (10mM'J>|;t^77- pH7. 5, ImM EDTA)T'i 
ML. 7k±T*m : gWLmm$:fio Z.£.T**mmZl&^L. 14, OOOrpm, 4 
rt-2 0^MLmS?:ffe o r©$£J»£0. 5% Triton X- 1 
0 0$: ^tf iMI^ ^ 7 7 - T' 2 Triton X- 1 0 O £Jfc»J 

R&< fc#)lC>!MftLfc^lC8 M <Z)JgJlit$:^tf^ttAy 7 7- (8M Urea, 5 
* OmM Tris pH8. 5, 2 0 mM 2ME) T'3 71C t'l^SIt 
5i£-e$gjSlbfc. 30^iI$:TALON metal affinity 
resin (C 1 o n t e c h*±g{) }Ciib, 1 OmM>f 

7 77-Wi> 1 O OmM>f^^!;-^i»777-T'MU ¥jfgg 

^/^IhB SSP6-Hi s 23<fctfmB SSP6-Hi s 
[0 0 6 9] 

BSSP6 it^^rr- Fi-^ifM-feU >^O^T--fe'^^ 
>/\°?f|©P FBTrypSi gTag/BSSP6 £J§V*fc#i§3l 
Q (1) pFBTry P SigTag/BSSP6 ©f^lSI 

@B#J##5 £ 6 l7--^§tTNh eltBamH Ilftlfc77^>h 
5:NheI-BamHIlftbfcpSecTag2A (Invitrogenfrgg) iZffiA 
pSecTrypHisiltf:. 5/tgOpSecTrypHi s # — 
lCMbT2 0ffi(Z)BamHI$:M, 3 7iCT'4TOtnMlfet, 6 $L 
&WZslf¥-yyL? UT-H (^?B3g) &iD;*.Tgfi (2 5TC) t'3 0« 
JG&;*-£T*J8&¥?ffbbfc. J5tC. 2 OffiCXh o I T*tU- — >W>( h<D 
3' flUfc^JBrUfeft, l#&C2bacterial alkaline phosphatase &Dff 
X.T6 5t;T*3 O^S/^Lfeo 

[0 0 7 0] ^ 
W9- 1 4 7 9 0tfdj:Biochim. Biophys. Acta, 1 

3 6 ffiSE#^ 1 1-3089683 
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3 5 0, 1 1, 1 9 9 7 lzmM£tlX^£-%mzmVT. COLO20 l»<j: 
*J mRNA5:iilU cDNAMl, p S P O R T/ — =l - n i/ > £ Z U - 
pSPORT/-a-ni/>J;^ ffi#I#-& 7 fc«fctf8 £M^T P 
CR£4fV^ -a-Di/>ffifi§?i|!tfflcDNA$:||fe 0 3© P C Rjg#>6D 3 ' 
fCXhoIt-f h$:10unit©XhoIT\ 3 7t), 3 B#ra£fS£-&£ ^ 
fclC J: U^J^Tbfeo rtlfcpSecTrypHis&TAKARA 
a h £M V>Tif A L, pSecTrypHi s /nrL-n (0 

7) e 

[0 0 7 1] 

BE?IJt^9St)fl OtiUpSecTrypHi s /la-Di/>ffl h U ^S/ 
y > 7 ± ;i/ x > 7=- n 3f ^ - iffi!f§Eg|S& * T- <D IC Leu-Va 1 -H i s-G 1 y <D K 
^ F#C5fc38tC< £ «fce)lCJffI-r^> 0 p S e c T a g 2 ACDN h e UH 

ind II MCff Ab^7^5 FpTrypSig £fts§8bfc. pT r y p 
HisCHis Ta g M^StiiS J: ^ 2 OObp &BB#I## 1 O&tf 1 1 IC 
£^Tm$%V. HindIlItBamHIi;j:SiftT^DfcHi s Tagi: 



SMfc*T?*:Be#I##8 M2 $:J§V^PCRtCj:oT#igL£c DNA&Bglll 
ilBamHI^<l:^i:oT^jy tBL, pFastBACl ©BamHI-y-^f MC}f ALfc. 
3f A#[nj£@B#J## 8 £13 £M^£:PCR{Cj:oT5tigU polyhedrons 
-#-ICJ:oTj|£^ • »tR3ftS:#faK#A3ftfe*n->&jB&U pFBT 
rypSigTagtLfe. 
[0 0 7 3] 

5/tg0pFBTrypSi gTa g #-&C*f It 2 0-P&tf)Baiii HIS: in 

it) ZtiOtLTmU (2 5"C) T'3 0 CRISIS S *T5f5ag S: sp»-fb Lfc- 2 
0#&©EcoRIT*? □ -f h<£>3' flff&^JHrUfcfiL 1 i|i&C9 bacterial 



-l£K88«PffcS:'£*f;fc*-?-4 0 b pCD^t^-S: pTrypSi glCffli 



AUpTrypSigTag fef^SSLfe (0 8 A) „ 



[0 0 7 2] 



pTrypSi g T a g (D h V y ffi-JlM&ifr Z 




3 7 
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alkaline phosphatase (S?Sig) ZtttZ-T 6 5t;T*3 OMlSLfe. 
[0 0 7 4] 

E. coli pTr cHi s/hBSSP6 (Sft##F E RM P— 17 
0 3 9) ^e>#(bfrl£ pTrcHi s/hBSSP6|fe(j:pCRI I/hBS 
S P 6 J: U U^m^r 1 4 £ tf@e#JS-5f 1 5 ©:/^>f V- £JB P C R ^ 
, hBSSP6©Mii©cDNA?:ffe 0 #f)tlfecDNAfep FBTr 
ypSigTag fCjfA LpFBTrypSigTag/hBSSP6^ffe ( 

J: »J, IEL< h B S S P 6##A$nT^Sjfc&ffltBbfc. E. coli pT 
r c H i s /mB S S P 6 (5£f£## F E RM P - 1 7 0 3 6) &ffi£>*l& 
pTrcHi s /mB SSP6jfe«pCRI I /mB S S P 6 ^M^THO^C 
mB S S P 6(Z)?S'|£#;fI^CD c DN A£#T> JSATfc B=B6©:£SsJC J: »J , mBS 
S P 6 M^tS^Ji^T'lS, 
[0 0 7 5] 

pFBTrypSigTag/hBSSP6 &Gibco BRL BAC-TO-BAC baculov 
irus expression system©^D h Zl — )1>\Z$£~3 X }\9 ^ K D N A±jCTrypsinoge 
n signal peptide. His tzg,]&Zfx.>^U 3f:h — J t£MM.%${±L$:ffi{&Vfc*c* =5 h 
B S S P 6 fc#oJffi#&;t,rt? $ K&fftRl/fc. itlS: BAC-TO-BAC baculovirus 
O expression system©-^- rLT;i/^C^V\S f - 9 *HJBg-e^3^$-&fei:Zl 5, 9 -f 

[0 0 7 6] 

iO«*±»rfnc»?,4ifeje«iit]Hl^*>/?^jRh B SSP6^^Pb- Yiz=y 
-MC*§L«SgU 38#f«, B&S&iSft&iRtel/fe. £?\ **±1S:PBS^*;7 
T-S:MVNT^rU- (Ni-NTA-Agarose, Qiage ntt 

Mi/fe. »e>nfe-r ^ #\r-n,&m&m&* ^^icpd-i 0*7^ (Pha 

r ma c i a ttJS) tPB S v 7 7 3 <D -fr > 7*;i/ 5 0 # L ICX. 
>fD^t-^ (1U/UL, I n v i t r o g e nttgg) lO^Lfc^ftJL 

3 8 tflliEiff 5 ! 2 - 11-3089683 
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, 6 o^sj^$i±to tkiz&m&mmm c^^Kw^m) &dmsoic 

*jSPL/, 1M Tris-HCl, (pH8. 0) T^rf^LfeO. 

£ 5 0 fi L$Uz.. Se>tC, 3 7°CT*KJfoLt=. B 1 B#RlffefCBje$&^ 3 8 0 n m. 

JlWVy) <D&d?bt:m&ir£Z.lHZ&V^ m&%:Wfclst=. (EI 9) „ fcfe, EI 
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<110> Fuso Yakuhin Kogyo Kabushikigaisya 

<120> Novel serine protease BSSP6 

<130> 163447 

<160> 15 

<210> 1 
<211> 1301 
<212> DNA 
<213> human 

<400> 1 

ctgccttgct ccacacctgg tcaggggaga gaggggagga aagccaaggg aagggaccta 60 
actgaaaaca aacaagctgg gagaagcagg aatctgcgct cgggttccg 109 
cag atg cag agg ttg agg tgg ctg egg gac tgg aag tea teg ggc aga ggt 160 
Met Gin Arg Leu Arg Trp Leu Arg Asp Trp Lys Ser Ser Gly Arg Gly 
-50 -45 -40 

etc aca gca gec aag gaa cct ggg gee cgc tec tec ccc etc cag gee atg 211 
Leu Thr Ala Ala Lys Glu Pro Gly Ala Arg Ser Ser Pro Leu Gin Ala Met 

-35 -30 -25 

agg att ctg cag tta ate ctg ctt get ctg gca aca ggg ctt gta ggg gga 262 
Arg He Leu Gin Leu He Leu Leu Ala Leu Ala Thr Gly Leu Val Gly Gly 
-20 -15 -10 -5 

gag ace agg ate ate aag ggg ttc gag tgc aag cct cac tec cag ccc tgg 313 
Glu Thr Arg He He Lys Gly Phe Glu Cys Lys Pro His Ser Gin Pro Trp 
-11 5 10 

4 O ffiSE#^ 11-3089683 
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cag gca gcc ctg ttc gag aag acg egg eta etc tgt ggg gcg acg etc ate 364 
Gin Ala Ala Leu Phe Glu Lys Thr Arg Leu Leu Cys Gly Ala Thr Leu He 

15 20 25 30 

gcc ccc aga tgg etc ctg aca gca gcc cac tgc etc aag ccc cgc tac ata 415 
Ala Pro Arg Trp Leu Leu Thr Ala Ala His Cys Leu Lys Pro Arg Tyr He 

35 40 45 

gtt cac ctg ggg cag cac aac etc cag aag gag gag ggc tgt gag cag ace 466 
Val His Leu Gly Gin His Asn Leu Gin Lys Glu Glu Gly Cys Glu Gin Thr 
50 55 60 65 

egg aca gcc act gag tec ttc ccc cac ccc ggc ttc aac aac age etc ccc 517 
Arg Thr Ala Thr Glu Ser Phe Pro His Pro Gly Phe Asn Asn Ser Leu Pro 

70 75 80 

aac aaa gac cac cgc aat gac ate atg ctg gtg aag atg gca teg cca gtc 568 
Asn Lys Asp His Arg Asn Asp He Met Leu Val Lys Met Ala Ser Pro Val 

85 90 95 

tec ate ace tgg get gtg cga ccc etc ace etc tec tea cgc tgt gtc act 619 
Ser lie Thr Trp Ala Val Arg Pro Leu Thr Leu Ser Ser Arg Cys Val Thr 
100 105 110 115 

get ggc acc age tgc etc att tec ggc tgg ggc age acg tec age ccc cag 670 
Ala Gly Thr Ser Cys Leu He Ser Gly Trp Gly Ser Thr Ser Ser Pro Gin 

120 125 130 

tta cgc ctg cct cac acc ttg cga tgc gcc aac ate acc ate att gag cac 721 
Leu Arg Leu Pro His Thr Leu Arg Cys Ala Asn He Thr He lie Glu His 
135 140 145 150 

cag aag tgt gag aac gcc tac ccc ggc aac ate aca gac acc atg gtg tgt 772 
Gin Lys Cys Glu Asn Ala Tyr Pro Gly Asn He Thr Asp Thr Met Val Cys 

155 160 165 

gcc age gtg cag gaa ggg ggc aag gac tec tgc cag ggt gac tec ggg ggc 823 
Ala Ser Val Gin Glu Gly Gly Lys Asp Ser Cys Gin Gly Asp Ser Gly Gly 

4 1 m§E# ¥ 11-3089683 
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170 175 180 

cct ctg gtc tgt aac cag tct ctt caa ggc att ate tec tgg ggc cag gat 874 
Pro Leu Val Cys Asn Gin Ser Leu Gin Gly He He Ser Trp Gly Gin Asp 
185 190 195 200 

ccg tgt gcg ate ace cga aag cct ggt gtc tac acg aaa gtc tgc aaa tat 925 
Pro Cys Ala He Thr Arg Lys Pro Gly Val Tyr Thr Lys Val Cys Lys Tyr 

205 210 215 

gtg gac tgg ate cag gag acg atg aag aac aat tagactggac ccacccacca 978 
Val Asp Trp He Gin Glu Thr Met Lys Asn Asn 

220 225 
cagcccatca ccctccattt ccacttggtg tttggttcct gttcactctg ttaataagaa 1038 
accctaagcc aagaccctct acgaacattc tttgggcctc ctggactaca ggagatgctg 1098 
tcacttaata atcaacctgg ggttcgaaat cagtgagacc tggattcaaa ttctgccttg 1158 
aaatattgtg actctgggaa tgacaacacc tggtttgttc tctgttgtat ccccagcccc 1218 
aaagacagct cctggccata tatcaaggtt tcaataaata tttgctaaat gaaaaaaaaa 1278 
aaaaaaaaaa aaaaaaaaaa aaa 1301 
<210> 2 
<211> 282 
<212> PRT 
<213> human 

<400> 2 

Met Gin Arg Leu Arg Trp Leu Arg Asp Trp Lys Ser Ser Gly Arg Gly 
-50 -45 -40 

Leu Thr Ala Ala Lys Glu Pro Gly Ala Arg Ser Ser Pro Leu Gin Ala Met 

-35 -30 -25 

Arg lie Leu Gin Leu He Leu Leu Ala Leu Ala Thr Gly Leu Val Gly Gly 
-20 -15 -10 -5 

Glu Thr Arg He He Lys Gly Phe Glu Cys Lys Pro His Ser Gin Pro Trp 



4 2 
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Gin Ala Ala Leu Phe Glu Lys Thr Arg Leu Leu Cys Gly Ala Thr Leu He 

15 20 25 30 

Ala Pro Arg Trp Leu Leu Thr Ala Ala His Cys Leu Lys Pro Arg Tyr He 

35 40 45 

Val His Leu Gly Gin His Asn Leu Gin Lys Glu Glu Gly Cys Glu Gin Thr 
50 55 60 65 

Arg Thr Ala Thr Glu Ser Phe Pro His Pro Gly Phe Asn Asn Ser Leu Pro 

70 75 80 

Asn Lys Asp His Arg Asn Asp lie Met Leu Val Lys Met Ala Ser Pro Val 

85 90 95 

Ser He Thr Trp Ala Val Arg Pro Leu Thr Leu Ser Ser Arg Cys Val Thr 
100 105 110 115 

Ala Gly Thr Ser Cys Leu He Ser Gly Trp Gly Ser Thr Ser Ser Pro Gin 

120 125 130 

Leu Arg Leu Pro His Thr Leu Arg Cys Ala Asn He Thr He He Glu His 
135 140 145 150 

Gin Lys Cys Glu Asn Ala Tyr Pro Gly Asn He Thr Asp Thr Met Val Cys 

155 160 165 

Ala Ser Val Gin Glu Gly Gly Lys Asp Ser Cys Gin Gly Asp Ser Gly Gly 

170 175 180 

Pro Leu Val Cys Asn Gin Ser Leu Gin Gly He He Ser Trp Gly Gin Asp 
185 190 195 200 

Pro Cys Ala lie Thr Arg Lys Pro Gly Val Tyr Thr Lys Val Cys Lys Tyr 

205 210 215 

Val Asp Trp He Gin Glu Thr Met Lys Asn Asn 

220 225 
<210> 3 
<211> 1323 

4 3 mSE#¥ 1 1-3089683 
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<212> DNA 
<213> mouse 



<400> 3 

ccacatctga ctagggaagt aaggcgaagg aggcccatgg aagaaaaatc taaatgaaaa 60 
cataagctag gagaactgag gcttcaaacc tgaagctatc ta atg agg agg ctg aag 117 

Met Arg Arg Leu Lys 

-45 

agt gac tgg aaa tta tct aca gaa acc agg gaa cct ggc gcc cgc cct gcc 168 
Ser Asp Trp Lys Leu Ser Thr Glu Thr Arg Glu Pro Gly Ala Arg Pro Ala 

-40 -35 -30 

eta etc cag gcc agg atg att etc cga etc att gca ctt get ctg gta aca 219 
Leu Leu Gin Ala Arg Met He Leu Arg Leu He Ala Leu Ala Leu Val Thr 
"25 -20 -15 -10 

ggg cac gta ggg gga gag acg agg ate ate aag ggt tat gag tgc agg cct 270 
Gly His Val Gly Gly Glu Thr Arg He lie Lys Gly Tyr Glu Cys Arg Pro 

-5 -11 5 

cac tea cag cca tgg cag gtg gcc etc ttt cag aag aca egg ctt etc tgt 321 
His Ser Gin Pro Trp Gin Val Ala Leu Phe Gin Lys Thr Arg. Leu Leu Cys 

10 15 20 25 

ggg gca acc etc ate gcc ccc aaa tgg etc ctg aca gca gcc cac tgc cgc 372 
Gly Ala Thr Leu He Ala Pro Lys Trp Leu Leu Thr Ala Ala His Cys Arg 

30 35 40 

aag ccc cat tac gtg ate etc ctt gga gag cac aat eta gag aag aca gac 423 
Lys Pro His Tyr Val He Leu Leu Gly Glu His Asn Leu Glu Lys Thr Asp 
45 50 55 60 

ggc tgt gag cag agg egg atg gcc act gag tec ttc ccc cac ccc gac ttc 474 
Gly Cys Glu Gin Arg Arg Met Ala Thr Glu Ser Phe Pro His Pro Asp Phe 
65 70 75 

4 4 ffiSE#¥ 1 1-3089683 
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aac aac age etc ccc aac aaa gac cac egg aat gac ata atg ctt gtg aag 525 
Asn Asn Ser Leu Pro Asn Lys Asp His Arg Asn Asp He Met Leu Val Lys 

80 85 90 

atg teg tct ccc gtc ttc ttt acc cga get gtg cag cca etc ace ctg tec 576 
Met Ser Ser Pro Val Phe Phe Thr Arg Ala Val Gin Pro Leu Thr Leu Ser 

95 100 105 110 

cca cac tgt gtc get gca ggc acc age tgc etc att tct gga tgg ggc acc 627 
Pro His Cys Val Ala Ala Gly Thr Ser Cys Leu He Ser Gly Trp Gly Thr 

115 120 125 

acg tec age ccc cag ttg cgc ctg cct cat tec ttg cga tgt gee aat gtc 678 
Thr Ser Ser Pro Gin Leu Arg Leu Pro His Ser Leu Arg Cys Ala Asn Val 
130 135 140 145 

tec ate ate gaa cac aag gag tgt gag aag gee tac ccg ggc aac ate aca 729 
Ser lie He Glu His Lys Glu Cys Glu Lys Ala Tyr Pro Gly Asn He Thr 

150 155 160 

gac acc atg ctg tgc gee agt gtt egg aaa gag ggc aag gac tec tgt cag 780 
Asp Thr Met Leu Cys Ala Ser Val Arg Lys Glu Gly Lys Asp Ser Cys Gin 

165 170 175 

ggt gac tct gga ggc ccc ctg gtc tgc aac gga tct ctt caa ggc ate ate 831 
Gly Asp Ser Gly Gly Pro Leu Val Cys Asn Gly Ser Leu Gin Gly He He 
180 185 190 195 

tec tgg ggt cag gac cca tgt gee gtc acc aga aag cct ggt gtc tat aca 882 
Ser Trp Gly Gin Asp Pro Cys Ala Val Thr Arg Lys Pro Gly Val Tyr Thr 

200 205 210 

aaa gtc tgc aaa tac ttt aac tgg ate cac gag gtt atg agg aac aat 930 
Lys Val Cys Lys Tyr Phe Asn Trp He His Glu Val Met Arg Asn Asn 

215 220 225 

tagaggggac ctgcttccca ccacccaacc cctccaacct cttcttaatg ctttgacttc 990 
tcttcattct gecctaagaa gtcctcagct gggaccctgg catgtactct ctccgaccca 1050 
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ccatgagtat agtataggga tgctctaact tgatgatcga cctggggcct ggaatcaaat 1110 
cctgacttga actaaattgt gactctggac atgatcacca ctggttttgt ttgtttggtt 1170 
gttttttgtt ttgttttgtt ttgttcccag ctttgaagac agtccctggc atatcccagg 1230 
gtttcaataa atatttgtta aatgataaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa 1290 
aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaa 1323 
<210> 4 
<211> 276 
<212> PRT 
<213> mouse 

<400> 4 

Met Arg Arg Leu Lys 

-45 

Ser Asp Trp Lys Leu Ser Thr Glu Thr Arg Glu Pro Gly Ala Arg Pro Ala 

-40 -35 -30 

Leu Leu Gin Ala Arg Met He Leu Arg Leu He Ala Leu Ala Leu Val Thr 
-25 -20 -15 -10 

Gly His Val Gly Gly Glu Thr Arg He He Lys Gly Tyr Glu Cys Arg Pro 

-5 -11 5 

His Ser Gin Pro Trp Gin Val Ala Leu Phe Gin Lys Thr Arg Leu Leu Cys 

10 15 20 25 

Gly Ala Thr Leu He Ala Pro Lys Trp Leu Leu Thr Ala Ala His Cys Arg 

30 35 40 

Lys Pro His Tyr Val He Leu Leu Gly Glu His Asn Leu Glu Lys Thr Asp 
45 50 55 60 

Gly Cys Glu Gin Arg Arg Met Ala Thr Glu Ser Phe Pro His Pro Asp Phe 

65 70 75 

Asn Asn Ser Leu Pro Asn Lys Asp His Arg Asn Asp He Met Leu Val Lys 
80 85 90 

4 6 ffiH4f ¥ 1 1-3089683 
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Met Ser Ser Pro Val Phe Phe Thr Arg Ala Val Gin Pro Leu Thr Leu Ser 

95 100 105 110 

Pro His Cys Val Ala Ala Gly Thr Ser Cys Leu He Ser Gly Trp Gly Thr 

115 120 125 

Thr Ser Ser Pro Gin Leu Arg Leu Pro His Ser Leu Arg Cys Ala Asn Val 
130 135 140 145 

Ser He He Glu His Lys Glu Cys Glu Lys Ala Tyr Pro Gly Asn He Thr 

150 155 160 

Asp Thr Met Leu Cys Ala Ser Val Arg Lys Glu Gly Lys Asp Ser Cys Gin 

165 170 175 

Gly Asp Ser Gly Gly Pro Leu Val Cys Asn Gly Ser Leu Gin Gly He He 
180 185 190 195 

Ser Trp Gly Gin Asp Pro Cys Ala Val Thr Arg Lys Pro Gly Val Tyr Thr 

200 205 210 

Lys Val Cys Lys Tyr Phe Asn Trp He His Glu Val Met Arg Asn Asn 

215 220 225 

<210> 5 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 5 

AAG CTT GGC TAG CAA CAC CAT GAA TCT ACT CCT GAT CCT TAC CTT TGT TGC 51 
TGC TGC TGT TGC TGC CCC CTT TGA CGA CGA TGA CAA GGA TCC GAA TTC 99 
<210> 6 
<211> 99 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 6 

GAA TTC GGA TCC TTG TCA TCG TCG TCA AAG GGG GCA GCA ACA GCA GCA GCA 51 
ACA AAG GTA AGG ATC AGG AGT AGA TTC ATG GTG TTG CTA GCC AAG CTT 99 

<210> 7 
<211> 15 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 7 

TTG GTG CAT GGC GGA 15 

<210> 8 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 8 

TCC TCG AGA CTT GGC CTG AAT GGT TTT 27 
<210> 9 
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<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 9 

GCG CTA GCA GAT CTC CAT GAA TCT ACT CCT GAT CC 

<210> 10 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 10 

TGA AGC TTG CCA TGG ACC AAC TTG TCA TC 

<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 11 

CCA AGC TTC ACC ATC ACC ATC ACC AT 
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<210> 12 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 12 

GCA CAG TCG AGG CTG AT 

<210> 13 

<211> 17 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 

<400> 13 

CAA ATG TGG TAT GGC TG 

<210> 14 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 14 

ATC ATC AAG GGT TAT GAG TG 
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<210> 15 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 15 

CGG AAT TCG CAT TAA GAA GAG GTT GGA G 28 
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